The clinical manifestations and cytogenetic details of five patients with a de novo deletion of the short arm of chromosome 8, del(8)(p23), are described. Of the four surviving children all had mild mental retardation and subtle facial anomalies; three of the five had cardiac abnormalities. The clinical features seen in these patients are compared with those of three previous single case reports with del(8)(p23), and with patients described as having the '8p -' syndrome associated with del(8)(p21).
We describe five further patients with this distal deletion, and compare their clinical features with those previously reported. 6 months, walked at 15 months, and has persisting fine motor and coordination problems. She rarely vocalised in infancy, produced her first recognisable word after the age of 2 years and at 8 years had limited speech abilities but could conduct simple conversations. She had a left convergent strabismus associated with hypermetropia which improved with corrective lenses. Pubic hair was noted from the age of 7 years, attributed to premature adrenarche. She is described as affectionate, extremely active and distractable, easily frustrated, and sometimes aggressive.
On examination at the age of 8 years 7 months her OFC was 52 cm (50th centile), height 134-5 cm (90th centile), and weight 433 kg (>97th centile). Her face was round, with broad cheeks and a relatively narrow forehead. Her palpebral fissures were slightly upward slanting, her eyelashes were long, and she had prominent eyebrows. Her nasal bridge was high, her nose small, and the upper lip was thin and tented. Her hands were small with tapered, pudgy fingers and her feet were short and broad. Tanner stage 2 pubic hair was present, but there were no other signs of Figure 1 Case I at 8 years of age: note broad cheeks, high nasal bridge, and puffy tapering fingers. CASE 4 This boy (fig 2) was the product of a pregnancy associated with mild pre-eclampsia in the third trimester and delivery was by LSCS at term for fetal distress in labour; Apgar scores were 3 and 9. His first feed precipitated a cyanotic episode; oesophageal atresia with tracheo-oespageal fistula was diagnosed and repaired on day 1 (fig 4) . In case 4 the paternal karyotype was normal, but the mother was not studied. In all other cases parental chromosomes were found to be normal.
Discussion
We have described five patients with partial distal deletion of 8p (8pter-+p23.1). Three patients had chromosome analysis at less than 1 year of age because of major anomalies and dysmorphic features. The main indication in the other two cases, ascertained at 2 years 8 months and 7 years 6 months, was developmental delay. Congenital heart defects were present in three of the five patients and a further patient had multiple anomalies including oesophageal atresia with fistula, polydactyly, and costovertebral anomalies. No (8)(p21) shows that the latter group was more likely to have pre-and postnatal growth deficiency, including microcephaly, and mental retardation was more severe. Congenital heart defect and genitourinary anomalies were common in both groups. Facial dysmorphism was more pronounced in the del (8)(p21) patients, but was non-specific. Epicanthic folds and broad, flat nasal bridge were reported in the majority with del (8)(p21) The deletion seen in these patients is detectable at the 400 band level (ISCN) but when routine chromosome diagnosis is undertaken using trypsin banded chromosomes the deletion involves partial loss of a light terminal band and hence it is easily overlooked. which suggests that they may not be the result of random breakage and exchange involving two breaks.
Terminal deletions could occur by a recombinational mechanism involving uneven crossing over between sister chromatids, or intrachromosomally, by looping out of the interstitial region. Such recombinational errors might be facilitated by repeat sequences near the telomere and within the chromosome. Such mechanisms have been proposed to explain interstitial deletion of 15ql 1.2 associated with the Prader-Willi syndrome and the presence of direct and inverted repeated DNA sequences have been shown in the region 15q1 1-13. 7 Alternatively, stable terminal deletions might be formed following a single break if healing occurs to add a telomere. Molecular analysis of a patient with a truncated chromosome 16 has shown that healing of a terminally deleted chromosome can occur.8 This might involve the action of telomerase or occur by recombinational replication mechanisms where repeats from the telomere of one chromosome are copied to that of another.9 Recent evidence'0 suggests that telomerase may operate in the germ cells to add telomeres to the ends of chromosomes. Thus, it is possible that a terminal deletion occurring at a particular stage in the development of a germ cell could be healed by the action of telomerase. This healing might be dependent upon the site of the initial break, as specific sequences might be needed in the proximity of the break to permit the addition of telomeric sequences by telomerase.8
